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asm*B«:K*ai 2-2-1 »se#t±«±^ u-y— 

T-t2>^— (Sf«tSI) ft Kanagawa (JP). fllSl 
(MIYAZAWA, Kazuyuki) [JP/JP]; =f 2248558 #*JI| 
**36ffi»«E*« 2-2-1 ttsCAa*** U 
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(54) Title: PHO SPHORYLCHOLINE GROUP-CONTAINING COMPOUND AND SURFACE MODIFYING AGENT 
COMPOSED OF SUCH COMPOUND 



= (54) mnxozfo: 7hX7h'j;u3'j>»**ft**at;ttftd*^&«:*affi*Jl« 



X 2 -Si— (CH 2 ) m — N— R- 



X3 



H 



-O-P- 

o 



-(CH 2 ) n — N- 



(l) 



A— (CH 2 ) L — B (2) 



O 

IL ( CH 2 ) U -B 



(4) 



^ (57) Abstract: Disclosed is a phosphorylcholine group-containing compound represented by the following formula (1): wherein 
m is 2-6 and n is 1-4; X ls X 2 and X 3 independently represent a methoxy group, ethoxy group or halogen and up to two of X ls X 2 
and X 3 can be any of a methyl group, ethyl group, propyl group, isopropyl group, butyl group and isobutyl group; and R represents 

^® one of the structures represented by the formulae (2)-(4) below (wherein the compound of formula (1) is expressed as A-R-B). In 

^! the formulae (2)-(4), L is 1-6 and P is 1-3. Also disclosed are a surface modifying agent composed of such a phosphorylcholine 
group-containing compound, a modified powder treated with such a surface modifying agent, a filler for chromatography composed 
of a modified carrier treated with such a surface modifying agent, a filter treated with such a surface modifying agent, and a glass 

jj^ implement treated with such a surface modifying agent. 

S( 57 >^ : TIE*!: (i) -e^£*i**X7fxij;uzi 'J >S^t1k^itfeSo (1) ml£2~6. nfi 
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«*m«*B*ai 2-2-1 *a*ajt£tt 

Tiz >£ — (SfflliR) ft Kanagawa (JP). ft&Pal A 
— (SAKUMA, Kenichi) [JP/JP]; t 2248558 W^JHH 
««m««B*8H 2-2-1 4*x!:#*±«£S >Jt- 
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Tiz > £ — («f flt^R) ft Kanagawa (JP). S3 EE Jp^ 
(SUDA, Yukimitsu) [JP/JP]; T 2248558 #§StJH*1taE 
TffffittB^S! 2-2-1 *a*a**tt 'J^-T-tZ 
>£ — (SrWSS) ft Kanagawa (JP). 

(74) ftIA: iSS«S(TAKANO, Toshihiko); t 1620834 
mm^Sr?tlE^bfflr3 2-8 O 2 AffBHtMtlMMSRr 

ft Tokyo (JP). 

(81) »£H<*S(D£l*»y. £T0>Ma>BAfi«4< 
RTf^: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
B W, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 



LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI, 
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, 
SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, 
VC, VN, YU, ZA, ZM, ZW. 

(84) jfffinr**a>*^i8y* ±T<Dmm<Dfe®&m 

pTi^: ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, 
SD, SL, SZ, TZ, UG, ZM, ZW), 1-7V7 (AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM), 3 — □ V /i (AT, BE, 
BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, 
IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, SE, SI, SK, TR), 
OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 
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[oooi] ttmmv^y/^y^mttttzm&fcfc&to. Rxmik&mfrbftzmm 

[0002] &&m<Dfc&bi>*btez>mm& 1 KMft. *tfcm&&, i^n^ ^©n©i^ 

[0003] ^^;v^v>m^mir^m.^m^WM^M^t^xmi^fixm. z.<d 
m^^m^mimm^fc.^m^um-mmtix\^ 0 

foRTf±tm&fcxtmvfcmM%. imnmnMt^xmmisX&m^i&mm 
[0005] m$jcm2&x?m*fjci$k3{z.n, &xftv^y>m&mttM&fc^mmL 

[0006] ±m(DUf^~is MCfoW&&ftrZ>T#})A'%k s eS'<?~-k2--Srm-l, 3, 
[0007] #fF^Ci^4^^, 2-*??ti^/\'tti/^/>&xfty/teV^k*#?y/>Wt^x J r 

v^<Dmmm&mmi£i5tix\,^ 0 

[0008] — ^^/^«^^^KJ;^t^*^/j^$v^^y^ 0 ^•K#(7)^ft:^^i^ 
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[ooo9] mm^titm^^^ui^tir^mM^mmx^^m^pumm^ 
(2) i«3g«#:^n^h^^- (hplc) xmm^ti^m^^mm^m^n 

[ooio] v-y^/v^m^i - ^*^^ ^^/^^«^y^^K(D^y^^wm#:^B 

toon] mz-i-z, *y])#tf/i'%kGFcm*7J»bL,x, n^mjim^ttfrhfe, shodex p 

ROTEIN KW-803 m&%) /^miK£tvCV ^5, Mi/y^/V^^te. 

5>^ft#:^^100^@S^^N^S(D^W^MLfc^y^^/^(DGFC 

tfc^tt^^AWa^te, YMC-Pack Diol(Mn B p^) ^miS^tlTV^ 

x^%tnmt$nx\^ 0 

[0012] ##fF3tifci^te:, Ufc±\cik¥mc^7h£frittttV^y^mc£<o, ^ 

^m<Dm.m^w>ir^t^mm^tix\ ^ 0 

[0013] #fp^cm6*D j;rj?7^«, ft tL/cH^tt^i-^^-e^^'Cv 

4^mir^iy9^^yyv^m^n^t^x^^t^nx^^ 0 m$jcm7xn, a 
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[0016] m%.&, mi$mmz.T*/m&mAu m^^y^y^r/v^vm^ 



[0017] ^^y;v^y>m^m^\t^mb, z.<D4k&WbBtfoirZ>'gmm$: 

[ooi8] *mm&. tib^cd x^ti^^^y/^yiym^m^m^mm 

Xi o | + 

X 2 — ^Si— (CH 2 ) m — N— R O-P-O— (CH 2 ) n — N— 



x/ H 

(1) 

mJ22— 6, nf*l— 4XhZ> 0 



_ I 

o 
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12 3 
1 2 3 

RteTfE5£(2)-(4) ^<^*at(OV^^^fc§(fcfcU TfS^(2)-(4)*it 

A— (CH 2 ) L — B 

(2) 

o 

a JL_ ( CH 2 ) L — b 

(3) 
(4) 

^(2) -(4) ^ u3i-6, pm-3&m-r 0 

[0019] *fc, ^IWte. TlB^:(5)*fc{i(6)-c^$^^*y/^y^-^^b^^ 

X-k i_i 

x 2 ;Si- (CH 2 ) m — 9 l + 

/ O-P-O— (CH 2 ) n — N— 




I 

o 



x 3 

(5) 

X 2 Si— (CH 2 ) m — V 



X 3 " 



Y^O-P-O- (CH 2 ) n — N 

o "6 1 



(6) 

1 2 3 
12 3 
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[0020] wz., *mmi*. ±M(D^^v^^m^mit^m^h^mmm.m.m^mm 
[0021] wz., ^mmfe. ?y±v*x*v/^^<DM3V^m^bvv^t=mk^—v& 

[0022] «§0jm, JifBcD^ffi^w^j-e^a^^c^W^^W-r^^^-e^ 

o 

[0023] #3&Wf2, JifE(D^®^®^J^^$ttfc^®m#:^^^^^n^h^^ 

[0024] £<b^, JifE^^ffiafea^J^a^tLfc^/^— ^##ti-^^(D-efe 

■So 

[0025] *fc. «S W «\ ±IE<D^®^^J^^B^a$ttfc^^Sl^*^»tti- 

[0026] *mw<z>4k&®, mik&mfabtezmm&MM&fcmirti^ ^mmw-^mm 

[0027] $P)iifUfx.ll tt6m\z£tlt*. ^/^f^P^^F©li)5«6t'> 
[0028] v'y^y/V^tD^n^h^^— ffiS^^ilfflUfc#^f»fe-C^tbfcGFCffl^E 
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bXfo% 0 

m^m^b^K^m-M^Mir^b^mxh^o 
[0029] y4^—&xi^y^mmmmM,^^(Dmm^nM^m^^x^m^fcm^n 

•So 

[0030] [01]^^l^^b^b^©«^^t5lH-NMR^^h/l>^*>5o 

[ 0 3] H»!J 2T*mt \.tt&WBW-<D 3 1 P-CPMASX-<^ W^XhZ> 0 
[04] ^ife^tl 2-C3tt3tLfcgfe®t&#:©FT-IR^^ h/V-C*>5 0 

n<vftM&ft<>tiv$<v?ti-^h?7J>>x&% 0 

m7mm^&&5oomMic^^x^hikm^^M^m^n^fcb^(D^u^ 
h77J»xhz> 0 ( a )^mmw(DmmfrWM&m\s^x&)&^f-3tmMo (b)shod ex 

PROTEIN KW803 o 

[08]#l!Jffi^^tSl5OmM^V^TthJk?f^^^^«(D^»^Tofc^(D^tI-^ 

b^j^xh^o (a)^m^m(Dmm^cMm^m^^x^vtc^mMo (b)shodex 

PROTEIN KW803 o 

M9^mmm<Dmm^wm^m^^x^m^tiiEmm^m^x5m(Dmmm^m 
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[imsiisfefm^MitLfc^ 

o 

m i5]i:b^!l2-eM5tbfc^: ( 1 5) x^i,tiik&m \z £oxmm&W£fLfa&fc?v 

[0031] *5b\ ^w^b-a^t*, itM, #mm&mt>-f mm&m^mx\ 

[0032] TfB^(l)^^^(5)^L<«(6)-e^$^^*y/V='y^^^^{iff 

iMb-a^-e&5 0 

X1 \ ? I + 

X 2 — ^Si— (CH 2 ) m — N— R O-P-O— (CH 2 ) n — N— 

x/ H -o ' 

(1) 

12 3 
12 3 

RteTfB5£(2)-(4) ^(D«3tcDV^tt^^fe^(fcf£U TiB5£(2)~(4)#5£ 
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A— (CH 2 ) L — B 

(2) 

o 

IL_ ( CH 2 ) L — B 

A 

(3) 




(4) 

x 2 ;Si- (CH 2 ) m — 9 l + 

/ ^ O-P-O— (CH 2 ) n — N— 

w -6 I 

(5) 

X2 _^ Si _ (CH 2)m -K _? q _ (CHz)n J*. 

(6) 

1 2 3 
1 2 3 

[0033] *fett(5)^u<tt(6)o^*y/v=y^^>fb^©3K3t^ifej 
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(7) 



[0034] <D^m<D7kmm&7k7km^ft>Mu mBvmm^hv^&mnu 5m 



[0035] #cm % ^(8)<D*?;—/vmmz3-T*;^tt°/vhV*b*^>9i/&o^ 5mmmn 

[0036] *mw<Dfc&M(DmMxmz^xnmirz 0 ^mm^t^m^mm^ 

— ^77°ir/W^^SCX UG80 S-5 (1MX:4. 6mmi. d. X250 

mm) m^&^m&HPLcmm^mu o. 2mmoi/L<Dy^mmffim(p 

H3. 5) ^lmL/^©M-eSLtffl^*fc©^^, fW£rlO m L^Ai^o 
[0037] _Lfe<D^JI|flJ3\ 5£(5) ;£fcf3(6) (^Lfd^^©m, n^^oT^il^T? 




(8) 
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£fc, ^(5)^c{* (6) ^(D^h^>S(OCH )^h^>m(OC H )XfoZ>m&\Z. 

3 2 5 

y^yi^, rc^/v^, ^afcW^, ^y:/nt7^ % :^vi^ ^ry^^/v^^v ^-f fi 
[0038] rgi^fij 

3 

v/p^v>mc£%mm?fcn&i&ir-t&x^% 0 

3 

l^^h^^u si-o-siM^£/&u yonmm&mmirz-bft vjmx 

fo% 0 si-ocH ^5b^j|^7KHJ^^fcbSi-o-si^^^i-^^«^-efe 

3 

3 0 ^y— /vcD#^(D|^^i(Di5^^i-§J^«, (5£A^cD^ICim«*t- 
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[oo4o] *mm<Dmm&n : ffliz£*)&'M£tiz>®>M (^l< t±mm rau &itm-&&Axm 

sat, *mw<Dmm&nmte. &ffimi><&ftvmmm<Dm i w. mw&m®&. 
irzmt<D&nj?mbvxmmx3b*)s mat, hplc, ms, nmr^sskew^ 

[0041] r^/i^^/k^^rt"5*^7jNy/k=iy^#^fflv (6) fBft©'ffr84&<z>JBl 

^^v/^v>(Dmmm^m^xmyKmm<.mmmm^(Dmmmmm^ 
^s^^^^*^y^igw^fe§^7T^^/^y^^p*^t-j:o 

^y^M^fi^i-^^^^PS^Sfc^^^/v-h^ii^^^^ 

m^m^t^x<D^mm^xm^xmn^^^x^/v^^/vm^'r^^ 

^V^V>Wm^M^ir^bmx^,M^X^mx±mKA^ir^b(DX^ 

^7T^^/^y^s*^^y^p*^y^y^^S3ti-^r<^^^-efeoT 
, =t*b<Dmxhmnx\s^ 0 m^m^wmM^k^^^^xhm&fr^mu 
mxn^b^x^o 

[0042] ^y^ntfc*/*y/V=iy>\ iga^fff Bfe^y zm&Vr—VJ* (*fP W ^Tirh 
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<fc><5 0 



o 9 




[0043] #cfc % 5£ (9) iC7^Vfci\l^(D^y— /l>ffl&ic s S-T^jy'ntyPhV^h^i/i/? 

y£:0. 5^flr. *3 it^N-tK^^^^i/W^K (NHS) £N-=z*7-/V-N'-3-i?T^ 

/l^^fc RTfB-Cfc?), NHS, EDC£W^ v^yn^tf^ 

^K(dcc) , ^/^^^^^V-/^(CDI)^^^fflv^§i^ Bltg-efe§ 0 

^(6) ^^h^>*(ocH )^h^>s(oc h )xibz>m&\at^ 

3 2 5 

^/vx, ^a^, yotvn, -fyyntws, y^/vs, -ry^/v^ov^-f 
[0044] re£|f$H*j 
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o 

[0045] ^oraM^. ^^y/^y^s^w-r^fi^^-eKa-r^-iri-i^^^y/v 

[0046] ^*y/V=3y^X»f|^#:^ig^^-^bT^#:^^A-r^^-et, 

SragAU ^^^*y/v^y>-©T/^fcKfl^#:^#:^ffiCDT5y^^J^$^ 

(DM^\±^m^ir^t^mmx^^i^x^Mmir^t^x^\\ mnm 
m\z.T*jm^<mtfirz>m&. T^;m^\^MM^*^ i ux\^tz.m^ mz. 

[0047] «0^(-J:S^BBic«^j«^B#, T^yS^-r^^^Wb^^^J-bT^ 
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zmm&Emztttm&iDTsj&r&ikmztvts:* \ vo&m K&z>mm 

&MXtt.. «»^igl3:*^©T^^j!te$*5r^<^*yyi>3y>'^rt 
ftX&#m&&K<mti* jr*"WR<Z>W&<»&ti:\ ^fc&n%Z.b&X%Z> 0 

[0048] r&nmfttDwmirm] 

0sm&&Mmxfoz> o ^<Dmfcftwm&*4^^8o°cxwwtu smmmzm 
it&zmu *?;-/vxm&u 8o o cx3m%mfcm.m^^bx&mnfc&m% 

o 

[0049] m\^^m^m^Mm^th^\ mM^cx—m^^^^o. oi^io^mfc 

5V>f20. 01-1000 ^m@S(^i©ft^ilt5, =Mfcttfc*&#£bTB\ $J 

#*-y^ iRS»(iry^h), ess, &m 

^ ^SfeT/i^-*^ ^r4m^])^ frsCmX/v*/?^ fT'Cmr??*^*. >r4 

tv-wk ±?$y?'<vy—. &m^MMx.&. vj^^mm&i^ 

, ^y^T^>mm^M. ^mm^^^n^ m^/^y^±^^r^ 

mm) ;mmm&%km&M*.t£. y-m^tm.m mmm^mnm^. nmit 

%kMPr(.mx.U. ^U-ys^^-yK 'Mmm^mMiM 



WO 2005/054262 



16 



PCT/JP2004/017835 



^-fe201-^-, |!N&202-^\ |!N&204-^\ ^-fe205-^-, ^-fe220^. ^-fe226 
^228^ ^fe405^-, &fe203^-, 4§-fe204^ Hrfe205^ Hrfe401^ 
S.U ? Wfe404^if(D^M^ *fe3^\ 5^104^\ ^fel06^\ *fe227^- 
, #fe230-i§\ #fe401-i§\ |5^505^\ ^&205^\ 3t&4-^\ Hfe5#, ^20 

xf^mmx\ mw-^mrn^mtvx^ se>t^ ^t<Dm^tvx, 

m^mn. trysts, ^ry-/K -r>-K— /v#<d^h^^#^ 

WOfc&l^U ^bT^ir^$ttTV>T^^V\ 1*-— (Dffilg 

^T/^/V(^^M^2-22)#^^(f^^o 

[0051] *mw<z>&wfo{tte. Myk&&xmmm£mtitz.mfcx$>z> 0 &&&&&&& 
»smx$bz>o 
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[0052] mm&nMx^mtsfttc&mfefcfabtezfv^h^yj— mismffli 

3 

[0053] 5£ (5) teXTf (6) CD! b-^<£>^/— /V^M (0. 3mmol/mL) 20mL^. ilg?K2 
(D^nhH^S^ v^^/KVV^v'K '^f;v*;vA75K, h/v^^, v 5 ^^- 

[0054] ^*d\ mfcmmfcAmmm&v?&^M&fe. ^(5) *5j;t^(6) <D^m^mm 

$j)X&Z) 0 %mbXZ-\^ ^{5)&£X${Q)<Dik&m<D^;— ;VWWL(.0. 3mmol/m 

3 

^5L«*s^fcu si-o-si^^^b, mnmm&m^ttf nmxh 

[0055] fe^ffit^fc^T^yS^AUT^fb, ^V^^^V/^J^com^Mm^. 
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mi^mm^mA-r^m^n, 2^mn<D^^v/^v^m^mA^^>R^K m 

[oo56] mm.mmfcT^;m^<m?~rz>M&. r^/mm^ ^m±&mL-x\ ^ 
titbit ^\m.^(D^^m^m\^<^nMmtmm^m^^ ^(Dut^ 

[0057] iz.£%mm&>mmfe, r^ym^m-r^m^y^t 

^m^M^x^^/v=xviy<DT/vr^vmm^mm\^mau n^wm *¥x 

^^b^^^v/^v^mfcn^mA-r^-t^x^o r^^j;^ 

*v ^fo&n%z.btfx%% 0 
[0058] *fc, wfrMs^t^'itaoTHB^fm^, mt<Dm^ 
Bi^x^mw^immmmir^mm^htix\^ 0 *mx\^ -sn^oi 
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, mu^m^Mm-r^t^m^h^o jy^a^^wiooo^^hn 

$cW&ft?z-b&xt% 0 
[0059] ^mmxmmir^mat, i/v*. ixy^VK h^jk r/v^\ 

200 ju m, 0*b<«l — 10 /z m, ^^^TLR^y^^/KDjHBTL©^ 
^#^10— A, 0^b<«8O— lOOO^^hn— A-T?\ Jfc^ 
ffi^ttO. 01— 800m 2 /g, 0^b<«8O— 600mVg-efe^ o 

[0060] ^mm^v^b??^— mMMM^GFcm^j^ti.xm.mir^t, t^rm 

^^{f :feitJ^ 

[0061] ^^(D^a^h^^— ffl^ggffltt, ^^y/^y^so^rr^m^ 

icxoxm^tizfv-^byyy^— mitmMi^ti^xicf^ ^mi* ^GFcmx? 
j»jtmMxfo& 0 z.(DnM^^t\^mm^ox, ^^ft^y^^K^ 
$r^m<Dm^ w±K^nb^ir%mffiKifcvxifrMx%%tmxf£<^ &mm<Dv 
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[oo62] ^s©^n-7b^- mimMtt.. MtW-m^. ^^-^^ff^^^y^^ 
[oo63] mm&WMxWimzfrifc?^?— j 

^KfW^^J&ifi, mmmmm<D § W«^tl^ 0 $|;U;?Ultrafree 

-MC (Sp b p«) ( 0 *^y^T«^i±) &m'fbfiZ>o - 

[0064] ^(5)*5j:tJ?(6)(D^^^j:oT^/^— ^B^Bi:®i-^^^j;«9 N ^^f| 
(DW.MftM*bX'pt£X^7j/V$— &m&Z-ttfX^Z> 0 ^(5)*Dit^(6) 4^Si-OC 

3 

m^mmmm^mntc^^v/^v>m^mxi-^t^x^^ 0 &mm. 
m, tf^xwmwzz. m^^btixx^y>(/^—(D^tAy^(Dmm^m^m^M 
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^^^si-ocH t^am^R^^u si-o-si^^^b, 

3 

<D^t£bT, Tkmm&mirzmmz.^ ^xhm#>xmw£mm$cnmx&% 0 
[0066] 7j/i»#— <Dx^mmii^i-^i^^^])^v>mxmm^mi-^m^ 
, m^J®ik$nx\s ^y^^v/^v>-&^i-^V'^—x=i—hi-^bnmm 
xfo& 0 tfv^—dmmi&m^xLstiw 7a^— ti.x<Dm£)&i&T£itxL,ik 

5Z.b&3lfj:Mmx&Z 0 ^(5)^XX^(6)coXofm^^m^^^bX\ wmib\^ 

mw.mmb\-z.mmw.Mxfet£<^ it^^^^^b^x^(DXM^K^ 
<Dmxh±mMtixx ^ 0 
[oo67] mm&smx%±m£ti±jf7*mmm^M] 

Mm^r^j-mcomm^x^o ^mM'vmm&KM&mx^xfcmi.fcm&fe, 
?i/s<?mm.MtmfrX'pt^mm^Mt*m^bifix%z> 0 



[0068] mz^wzmMMKm^zhKm^nw-rz,, ^mm^tib^mm 

m&frl%h<DXtet£X\ 

[0069] r&mmi ^^y/^y^s^-a-Wi-^T/v^tK^^J 

L- a -^y ir n/Js^y ;V3 y V (450mg) ^S^tK 1 5mUz.MM U 7K^K?^ ^ Tift 

#b/c 0 Rmm&mfcmm, m^mu **;-mz.ho @ w*»}*mwt 0 tie 
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(8) 

[0070] \%mm 1 : 5£ (5) *3«fcTJ5 (6) Of J 



H 3 CO 

H3CO -Si 

H3CO 

(10) 




H3CO 



H3CO 




N 



H 




H3CO 

(11) 

[oo7i] mMm2:$cmmfc<DMigi 



[0072] 



WO 2005/054262 



23 



PCT/JP2004/017835 



[0073] [^1] 









G% 


N% 




0. 06 


0. 03 




3. 95 


0.91 



[0074] ^CO^y^^/KDiaC-CPMAS^^^h/V^o^t^lSC-PSTMAS^^^b/V 

tfimz.nz>^mx\ ^w-mm<Dmmm.(Dmm^<m^tix\^^mx^ 0 m 

[0075] — jj^ m^^tzm^J^^f/V^lV-CVMAS^^V/VX^ ftMb^XMfe 

2 4 

^^fit^-r^-i:^-e^^ o m2iz£ox=iy>m<Di?&tf > ^.fcm3Kx<>xv>mm 
[0076] m2frhn, ^4mmi L b*^v/^y^<DmKW&i-&y fi vt°/]/<Di?im 

/k^S5fe-r§^^h/V«60ppm N 69ppm#jfi^|gS'J$tL§o ^_h»^^^ N s£( 
5) iU? (6) <D«it/»»£tl^ tt£< , isV%^MZ.mAX$X\ ^^h&'M^ 

o ^^y/^y^^vtvvhy^h^^^^^sis^^cs) ^ut2 

i^T^<Dt>(D^ ^(6) K^fcT^ffi-ertDh^mfe^Xi^o 
[0077] |l|4^^:HW!j-e^^bfcgfeK)^#:C0FT-IR^-<^h/V^i- o 1650cm _1 #3£ 

[0078] rmiMm3:?ti-?h?77j—mmMM] 
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#lb+B : 50mmol/L U^/^T' 1- 500mmol/L NaCl pH6. 8 

#ftj|f : 100 ju L/min 
MS:25°C 
^tii:UV 280nm 

[0079] |^^3<D*9A^^H^^fflV^4&^<DttjEftj|ft^|g5^Ufeo l35^Lfc 

[0080] rjttfcfciij 

JfclC, Ttf|gp n o C0^n-^h^77-r— ffl#7^(Shodex PROTEIN KW803, Bg^P 

^e-Kffl^^E»J-efe§^PJ$tb-cv^ 0 TO^a?L#300^^hn-^, ^ 

Shodex PROTEIN KW803J3, #^^t£<Difokt£^MV^TV>5fc&^ & 

o 

"M1fc$\ZbnWiZ.. SOmmol/iy^Sk^y^r— (Na HPO 3o«fcT*KH PO /^£>fft 
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&)\ZL500mmol/l<Dmk^bVVJ*&tott&W}ft&m\'\ ffiM&O. lml/miru 

) fc^fo 

mM-ejgffiLfc#-^<D^n^b^A^r N ®8 (b) KlteShodex PROTEIN KW80 

4kmz.m7kmmx&z> 0 

[0081] *S3&W<Z>^ffi8fe®2!|£:JBV ^-C|«U^±M^fflb^^^h^^ (07 (a) 

b9>x?^y>(Dt°—?tfi/3/^~mz.mm£frix\ ^t^t&#i$rc& 

[0082] ^L^LT, ^*^GFCffl^E±5^J^fflLfc#-^{i (07 (b) ) . T/^^th? 

T/V^^^h^^^^y^cD^^-Mfi^-^tL, ^69, 000^75, 000^(9, # 
ft©lotV^ 0 feM<VGFCm*7^X^T^7^bh7^7^})^<D£?f3;ft 

[0083] ^mmm<Dmm^Mm^m^^xmm^f'itmM^mm^4^^mmm¥m^ 
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mmj^mMxhh7i/*y^vi/nT;v?^w 
r/^y^co\i o —^-<—^4^m^mm^x\ ^„ 

z>z.tx\ ^^wm^^m^n^mm^.<^n^fi^b^mw^x\^ 0 # 
mmmmm^mm^m\^xmm^t^%mm^^mm(Dm.mm^^<'r^b 
xmKT/vy*vs\zm< ^m&^ts^t, hy^y^r^b(Dm^m^mm^ti 0 
gi7, m8(Dx^^purxikic^m^x\^T/vyv^i&m.m&^xi^w^ 
tc^b^h, *m&w<Dmm&nm&m\^xmm^tcftmmsT~^&m*r-}? 

[0084] ^-e#;^ mm, =*^?m, -^^m. ^^m^smm^mmm^m v ^x 
, ^mmm^mm^MM^m^^xmmvt^mm^w^r^^mmmmv 

ft 0 tm^m-iWM'OXh^o m^m9\z.7jkir 0 
JjyJ*:4. 6 X 150mm 

#tWB:50mmol/L U^^^x (pH6. 8) 

lOOOmL/min 
^£ij:UV 210nm 

[0085] EisH^tui, *mmm<D&m&%mte£<>xmM£tifzj£&Mte. xs^^m 
(Dm^^x^n^mm^m^^b^x^m^^o 

^m^^^m^3-Dm^^>m^mmi^x\^ 0 ^^^mcom^m^^b 
m$&*%<tezmfat>m&btiz>z.bfab. z.&ftmM&T-^&mm&^x 
\^z.bmnmxihz> 0 u-^o-c, if-m^m^m^nnn^^x^m^tit^mw- 
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nm-z?>s<?n&mm. 

[0086] — ^\ ^^^JfeGFCffl^^A-efe^Shodex PROTEIN KW803i3\ 08 (b) 
[0087] r^Jg^4 ^v^77^ffl*»|j 

&mc 0 



h 3 cc\ 
H3C0— 
H3C0 




o 



N 
H 



l + 
N— 



(12) 
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H 3 CO N 
H 3 CO— 
H3CO 




H 
N 



N 
H 



? - 



"O 




(13) 



[0088] ^(!2)&£XJ i (13)<Djk&m^W?y—^mmzM^7k35niL.$:J)n^ 

[0089] 010(b) ^(12)*5irj ? (l3)^AL^y^^Vv^ii^^y-fe^J:i9^E 
J*U thjfc*^(3^-7N(^B B p^)^^*^T^^^Lfc)^Ab^ 

mio(a) ^mmm3^mMvtcn^m^^m^^^h^y^x-h^o 

mte%~t-?&z> 0 010(a) t{h)x&m\^t^v*^M^m—<Dm-eibz> 0 
^mm^-t^^v/^j ^m<vm \z.2wcr^^m 10 (a) o#<ioi 1 

rtbf*^^^^^*y/^y^»r^^2mT^^^^A$tb^^-e^fifii^(D 

[0090] rHife^i|5 : ^^^7^mffl^-<^—WPr\ 

100mL^77^ «©7k20g, Hifef^l 1 ^ ( 1 0) 3o £ XI ( 1 1) <D\\L 

^v?^N>-«^|±^^^^7^llli^/^-(^^il^^«S^V--KGF 
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[0091] <7J/U&— WPc<D$>^?WWl^^\?)l^<DWiJ£> 

^7iyskmT/^^ (BSA) lOmg^y ^M«$aOOmL (^^^W^"I±^PBS^ 
^V^hl^^^TK^^L, ^ft^lOOmLirbfc^^o pH7. 4-7. 5) 

^PJ(D^^^^^mm^^/^-f»^ffiD B D^i:bKL-CBSAP^*M^ 
[0092] [^2] 









37.8 




7.8 



[0093] _htBM^^. ^mm^^<^w^v^y°^V(Dm.m^mibx^^^y^/^ 

[0094] tmiMMG : if9X9B/<4T/l'} 

1 OOmLH^ 77^ \zm& tK 20g, |£5&#!| 1 ( 1 0) 33 JOJ? ( 1 1) 0>f fc 

^3(^)0. 4mmol)^r-a-tf^y— /V4£#U. OmL^AtlJi^JlifYco ^H^H^? 

X^^^±$g7y^^^T/V-efcS, 12X32mm^f^/^T/V ^^y^ 
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T/vxn, mv&kfey K?^s<?m<Dm*m&fim^xm'j?ir%^b&&bthx\, > 

mmmm<Dfcm&&M^x\,^Khfrfafrbi?mmxt o — ?mmi$w>irz>b\^ 

m \^mfhx\ ^tzjb ic^<D£yt£mM&mm'rz>z.b&»smxfoz> 0 

m^^m^mKmm^x^^w^mm^m-r^m^, im 
KmmmM^~£tiz>bMft*<DBtMf)mz-y. mtKmcmm&hzz. b^htix 
v^ 0 ^^(astitsti, Mft^bm^tt°u^m^<D£?tem*b<Dm<vm 
Tk&mmm \z.x.^m\^mm^x\ ^„ mmm^i^mmm^^ti^b 
mft*bmtt(Dm<Dm*&mmmm^<o, m^amm-r^o *$m<n> 

[0095] r^^i|7 : ^/i^^v/i>^^r^«*^y/^y>^|#^©5!Btj 

200ml^^=irt^, ^y-fen^/J^y/Vny^SgCig. 4mmol\ Ma^^^^hy^ 
-A17g(79. 7mmol,4. leq) (MMIgX||$c5^*±) ^ 3i£^/Hr-^ (tR^) 
81mg(0. 39mmol, O. 02moleq) (^U^tm.M^-MW^:^±) , &£Tf, A^^M, 
7K70g, T-feh^hy/k30g^P^ o ^?&^T2f^«#UhfL ^>iiU 

jKSr^*f «o nhtitzm^m*b*z;-Mz.xn$}m%m\tt. m^x*z;—j>v 

£r#fc 0 5^(9) <Dik-&m<D l H NMR^^h/V^EI16^ Mass^-^h/V^EU7^ 

^i" 0 
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(9) 

[0096] mmm8:^mM^t^^v/^])>m<DmKT^^^ir^ mi) ^r^ 

_h!B^(9)<D^-^3g(12. 4mmol)£JE7kLfc^/— /M£100mH^#?£i^ 

^rt^^^^-e©m«o s-r^/^vtwhy^h^i/^^i. i g (6. 2 

mmolh N-fcRn^v^^W^Kl. 4g(12. 4mmol):feJ;U^-:^/V-N'-3-vy 
*3-/VT*S'7tt°A'jj;V7$*M^2. 4g(12. 4mmol) £r8&&nU -10°C^16R#[!gH: 




(id 

Srfflv^r^-e, liOiio^jiim-J^a) ^R^^(3)L=6-e^$tL^k^^#§ 

[0097] ^w^M&raw:, si^^^<^^*y/^yys^sitti£ftt 
nbtifcmm&ujzmmu ^.ti^mmmmm^^o ^<D7kmm*m*b~tz> 

#:7 0 i?/WV^SCX UG80 S-5(1MX:4. 6mmi. d. X 250mm) ($5^ 
tt«^)£HPLC$gg^g^U 0. 2mmol/L(Dy^g6!l«(pH3. 5)^lmL 
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M1MM8Xm&L<fc^ (1 1) <^bl^^ti^«30mL (0. 25mmol/mL) ^ 
[0099] ry>-<£>j££fcJ;5PC^^Atf>fl£^J 

^frofco ^pj^M^&^^v^y^^^^y/v^y^ia^^m-efc 
<9, fe v #:^ffi^#fei-?>y^5c*^*i-^^i:-eill^^*^y/v=3y^s^^A^ 

y>-7c*o^*^y^v^^?i^j:oTffo/t 0 ^ir^mm^m^mmir^o 

(2) KD^f*^6o%ii^*^^ (mytrnm^mw^tt) ^3mL»i-§ 0 

(3) m<D^«tf£fc*6, 2(D|^aW-h$Pt-^PW^ i 9#{t, 120°C-eiB#P^ 

, ^k\^xi80°cx2mmMmir^ o &mmzxffiftmm<D&mm$rt'<xm4k£it 

(4) 3COmm^m^mmK^n (3000rpm. 5 ft) . Ji^^lmL^^/^a— 

(5) 4(D^^H@^ClmL^0. 5M(D^y^V^hy^(fP3fe^X||^ 

(6) 5(Dmm&95 o c<Dmmiz.x5ftmmu -t^^^-e^-rs, 

(7) 6(D^fe^r^^fe96^V— h^200 M Lift, ^V— by— ^^T710n 
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(s) hh^^^(Dmmm>mmm(Dm^&^hnf'^&m^K. 
[oioo] ^d*^, iiM^j9^ia^b/c^^y/^y^^®^*i-s8fe«^©y^7c 

^{iO. 13mmol/g "C&ofco i*ft:b*>0. 13mmol/g CD^^y/l^y^SSr 

gel gel 

[0101] Hill \Z^mfaW^&)&Vft&Wffi{fc<DFT-IRX^?Wl'&^1r 0 
1650cm _1 #3£^T$K^^#^(D^iIX^«iJi-§'^^-t?tfc o 

[0102] rnjg^JlO: T5K^^-<— tfU 3^v^y/v-=jy^ssr^Bjc^rf-5^iB 
H»!l9-e^Lf'gfe«^#:^S#:^b-C, ffl^O^y— *feK:J:«J, rt#4. 6mm 

#tW@ : 50mmol/L U^il^y^r h 500mmol/L NaCl pH6. 9 

^3£:200ju L/min 
?M:25°C 
ttti:UV 280nm 

[0103] Sf, a 67mg/mL (#^*$J800, 000, B&^- a 2M) , y - 

tfxrfy-y 1. 3mg/mL(#^i$Jl60, 000, Wg-!§- y G) , fcHfiLtfT/l^V 1. 7 
mg/mL(^^t^70, 000, Bg-^HSA) , Wf— ^0. 3mg/mL(5H^MJl4 
, 000, B§-^-LYZ) , <7^>/M). 017mg/mL(^*112, B&-^U) SrJg^Ufc* 
^gK^2/zLaALfc^(D^ci^h^7A^|gi2t^i- 0 a2M, y — G, HSA 

(Df&tov$mfrbmfeutkz.^ mmm^^^miz a 2m, y g, hsa, lyz, u 
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[oio4] < ^4>m^<Dmm^mmt<Ditmm (9nft&ffit<Ditm) > 



^Wlf^^Tl^o #5flBH63-295593^fg^^, 5^(15) 



rit^J2j 



H 3 CO— 
H3CO 




(14) 



H 3 CO v 
H3CO— 
H3CO 



/ 



Si 




+ 



O 



o 



(15) 



WO 2005/054262 



35 



PCT/JP2004/017835 



[0105] 5£ ( 14) 33 XX? ( 1 5) ®{^ti©SI^i!ii m °tz>2&aj:mzftoti 0 

i%%LT&5»m, 5 F^flffl?L#30nm-ei:b^fia^l40mVg^v/y^^V^5. Oggs 
^PLfCo ^<Z>5|&##f^?&£80^5hM»ii\ ^(14) \CmUtfc&®(Di/V%# 
/V±^<Dm^t^n-otCo Mffi<D&*?S— /V50mL-C^?5fe#b, ^(14) 

^(15) f^L^t:^^oV>T^RI^(Z)^^TV\ 5£(15) ^UUfc-^WJl 

#tWB : 50mmol/L y>^/^:7T h 500mmol/L NaCl 

pH6. 9 

WM:200(x L/min 
?M:25°C 
1tm:UV 280nm 

[0106] 3rf\ ^^3(D^^y/v=3y^^^B^^-^^±^j^i^bf c ^7A^^-L 

T, a2^ni/n^y^0. 6 7mg/mL (5^*^800, 000, B&^-a2M), y-^P 

1. 3mg/mL (5^*^160, 000, W&^y G), fchlfctfT/K/^ 1. 7mg 
/mL^^-ftl^O, 000, B§-^-HSA), y^— AO. 3mg/mL(^^-*^)14 ) 00 
0, 0&-^LYZ) , -77^0. 017mg/mL(^*112, B&-^U) Jtm^f^mW 
W:»2 i uLaALfc^(D^n-^h^A^|l|13^i- 0 a 2M, 7 — G, HSA, LY 
Tte.*/^ T/vKy^^^»^c*±J;<9, ^yM-t^y^^m^^tX 

r^>, ^t±iJlRj^O-^V MlRtd a 2M, y G, HSA, LYZ, U-C&ofc 0 ~;hJre3£-<T 



WO 2005/054262 



36 



PCT/JP2004/017835 



[0107] — ^\ ^(l^x^vtc^/v^^^^m^^fc^mM^m^fc^j^KMv 
>^VJ*tx/u*i/m<Dmxmm.Mt£^mm)&£tiT. ^K^-r^mx 

[0108] 5£(15) ^Lfc^/V^^^^^@^bbfc^E±^J^^bfc^7A^^-LT 

?^>&mmkvtt?j*(Dm^tk^x&mzmmisXte<o, a 2M, y -^n^y 

^^^y/umb(Dmxm^^mmm^nir, mnm^^^m hi 
skmr/^^b(Dm izMftxm ^*i/&w®Kfcm&^tttbx&z> 0 

[0109] Z.(D£y\^ —m^£<&hnX\^^4>te4^>m^^K^^Xfefj:\,\ 

®L&mL>x^z>$\ &ir€z4^&&mz£^x?>s<?n<Dm.M&ffimirz> 0 * 
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m^mm 

Xi O | + 

X 2 — -^Si— (CH 2 ) m — N— R O-P-O— (CH 2 ) n — N— 

x / H -6 I 

(l) 

1 2 3 
1 2 3 

^v>t, ^;(i)(Z)^^^A-R-B-e^i-) 0 
A— (CH 2 ) L — B 

(2) 

o 

a JL_ ( CH 2 ) L — b 

(3) 




(4) 

5£(2)-(4) fp, USl— 6, P«l— 3^-To 

[2] tib^ (5) isft.fi (6) T^$tb^^^y/v=ty^^^b^ 0 
X-u i_i 

X 2 ;Si-(CH 2 ) m — g l + 

/ O-P-O— (CH 2 ) n — N- 

w -6 1 

(5) 
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X 2 ^>i- < CH ^-^ Y^O-?-D- (CH 2)n A+- 

o -6 1 

(6) 

1 2 3 
1 2 3 

^J:oT^/v^df-^/vS^-rs^^y/V3y^f|^#:^^b, r^/s^rr^ 
^^^^b^^/v^^/v^^i-^^^y/vrty^fi^f^^ii^j^j; 
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